
REMARKS 

Claims 1-9 are pending in one instant application. Claims 1- 
9 nave oeen rejected. Claim 1 nas been amended. No new matter nas 
beer: added by this amendment. le:o:isidera:ior. is respect fuiiy 
requested in light of tne following remarks. 



I. Rejection of Claims Under 35 U.S.C. §112 

Claims 1-9 have been rejected under ;5 U.S.C. §112, first 
paragraph, as containing subject matter which was not described 
in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. Claims 1-9 are drawn 
to a method of stably expressing a selected DMA sequence in the 
central nervous system of a mammal. The Examiner suggests that 

The claimed invention is a tool for introducing nucleic acid 




3 ur rr L 3 n t n s . /j niie 
tne specif i. rat ion provides ?ene therapy as or; use for the method 
of the invention, it does nor restrict the utility of the method 
to :er.e therapy. :ee bridging paragraph of oages 9 -v ~i 10 of too 
specification whim provides examples of molecules tnat may be 
stably expressed in the central nervous system without 
restricting their use to ^ene therapy. At the time of filing, tne 
state of tne art was such that the ski lleo artisan could envision 
other uses for such molecules inducing establishing an animal 
model. See, for example, Ming et al. ((1D94) J. Immunol. 
1: 1: 40: ?-4 I •? 5 ) who teach a tissue-specific transient transgene 
model for investigating cytokine fun ot ions in vivo by 
intratracheal administration of a reoombinant human type 1 
adenovirus with rat 1L-5 cOuA inco rpor a t ed into the E3 region of 
tne viral genome. This approach led to a highly compartmentalized 
eve rexpress i on of the fl-c transgene and production of eicaccive 
orotein within the lung, similarly, one may use the method of tne 
invention to generate an animal stably expressing, for example, 
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d r o o r e s s i. o n s u c r. - r i a ti m o r 
fo^nd. S-::n ar. animal would be further useful for identifying 
agents wru :h may be used to prevent or treat the disease 
associated with the centra L nervous system. 

The Examiner suggests that the state of the art at the time 
of filing was rot developed sufficiently that mere snowing of 
delivery if a gene to a particular tissue would be viewed as 
enabling gene tnerapy. The Examiner provides several general 



commentary articles that summarize the 



•f gene therapy at the 



fill no and suuuests 



rt maicates tnat vector, 



vector delivery and extent of expression were critical 
limitations to gene tnerapy. As a whole, the references of Verma 
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are 



o i rect eo 



vstems 



aoenovi ruses , a dene-assoc iaceoi v i ruses , ret rovi ruses ana 
lent ivi ruses , and provioe a limited unoe rs t andin. 
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e xoression 



specifically taugr.t in the specification, but that 
the BHA secuetce of interest -.v^s r.ct fir a sufficient length if 
time for effective treatment of neurodegenerative disease. It is 
farther- cointed oat in Fink et at. thai HSV ve stars applied to 
gene therapy protocols exhibited a residual toxicity resulting 
from non- repl i cat 1 ng vectors and silencing DNA sequence 

- f >om persisting latent HSV genomes in neuron; (page 

■ cites Biomer et ai. v (19 5 5) 
and Eck ana Wilson ((1395) In: 
he Pharmacological Basis of Therapeutics, 
z : Edition, McGraw Hill, pp. ^ 7 -10i), suggesting that these 
references indicate the Ditential use of HSV as gene therapy 
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the teachings of Fm< et si. may ind 
transgene expression was an unpredic 



arte oarameter 
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:f ceil oestructior. or int lammatory response and that 
ors, despite their inability :o replicate in brain, are 



b.h 



establish latency (page 2 3 3, column 2, $2, lines 1 



the teachings of Fin< et al., the 



unpredictability of using H£"V for gene therapy is primarily due 
to the parameter of length of time of trarsgene expression. The 
present, application specifically addresses this unpredictable 
parameter by teaching and demonstrating that a selected DNA 
sequence is stably expressed for at least four months. See page 

The Examiner further cites Wolfe et al. ((1E^2) Nature 
Genetics 1 : 2-79-334) who show that when an HSV-1 construct 

cTNA encoding ^-glucuronidase was administered to 
era icrneal abrasion, glu turon i case pes it ive 

hat quantitative measurement 
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n0nnal 3m0UntS * f GU£B - Furthermore, Verma (supra) states that 
gene transfer to just a few hundred cells of the brain could 
considerably benefit patients wit., neurological diseases (page 
23 9, paragraph bridging columns 2 and 2). Thus, while Wolfe ct 
al. state that "two few cells nave been corrected at this state 
tC alter the disease -Genotype" m the experiments provided 
therein, it would be reasonable to expect from the teachings of 
Fi.nk et al. in combination with the teachings of Verma, that if 
one oould overcome the unpredictability of length of transgene 
expression from an HSV verier and provide expression of a 
transgene in just a few cells of the tram, one could 
considerably benefit patients with neurological diseases. Thus, 

^ -Li.v -iiL._L.ua nab taugnt one how to overcome the 
unpredictable parameter cf length :f transgene expression, the 



skilled artisan 



ecu! d a p p 1 y r h e me t n a d o f *~ h 



:rapv with an expectation of sucressfull 



e mvenw 



exp rest 



:o gene 



transgene in tne 211 S for at least four months. 

Ascirdingiy, the Applicants believe that th 
p r c- v i ae s a sufficient d e s i r i n t i o n 



e application 



en 



aioie one reasonable 




:e respect: 



reque: 



withdrawn 



II. Rejection of Claims Under 35 U.S.C. ^102 

Claims 1 nas been rejectee; under 35 U.S.C. §102 (b) as being 
clearly anticipated by Palells et al. (196?) Gene 80:127-144. 
Paielia et ai. teach the infest Ion of mouse brains by 
intracranial injection of an HSV-l vector comprising a DNA 
sequence encoding human hprt operably linked to an HSV-l 
tnymicine kinase promoter. The examiner suggests that hprt 
expression observed in brain extracts was not transient as it was 
detected up to 5 days after inoculation. Applicants respectfully 
t t a v e r s e this r e ^ e c t i ( o n 

in an effort to advance tne prosecution, Applicants have 

is stably expressed for at least four months. While, Falelia et 
al. show r.vrt expression in brain extracts of mice 5 days after 
inoculation with an HSV-l vector containing the human hcrt oene 
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1, lines 4-^). The instant specification indicates that stable 
expression is reached by expression of the transgene over a long 
period of time (i.e., greater then 4 months). See page 15, lines 
25-11. Therefore, Paieiia et al. do no: anticipate ^-.im 1 as 
this reference does not show expression of the HTV-de 1 i ver ec 
transgene in the central nervous system for at least four months. 
It is therefore respectfully requested that this rejection be 
wither awn . 

III. Rejection of Claims Under 35 U.S.C. §103 

Claims 1-9 have been rejected under :5 3.3.C. §103 (a) as 
bema unpatentable over Patella et al. (1 989) Gene 31 : 137-144 and 
lebsen et al. (1969) o. lo mi. 63:3844-3::! in view of Nishimura 

? a 1 e _ a e t a i . t e a c n the i r. f e c t o o n o t m o u s e o r a i n s b y 

seauence encodrna human ncrt operably linked to an HSY-1 
thymidine -unase orrmcter. Analysis of brain extracts 
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peripnerai nervous system of rr.i:e wrier 



HSV-1 latency 
Pelella et al, 



expression or trie gene is rega i a tea oy t. 

promoter. As acknowledged by me Examiner, le.eiia et. ai. anc 
: : ;: s : n e: al. do not teach delivery to the oen:r=il nervsus system 
nor the delivery of 3-gluc^ronidase or tyrosine hydroxylase 
Linked to a promoter. Nishimara et al. teach the DNA sequence 
encoding f :>r -g lucuronidase . 

The Examiner suggests that Palella et al. offer the 
nctova:r:o in stating that tne system that they describe 
demonstrates transfer and expression of human gene sequences in 
brain after an in vivo infection with recombinant H;:7-l, but that 
tnere are problems with the system. The Examiner also suggests 
that further motivation is fcuno ir. Dobson' s teachings that HSV 
can produce latent infections in both the ENS and CN8, and that 
tne latency activated promoter,, the LAT promoter, is active in 
such infections. Thus, given the teachings of Palella et al. that 
HSV-i can successfully transfer a human gene ano express the gene 
in infected mouse brains, of Tobson et al. that an HSV-1 vector 
delivers a cene of interest to the rhS and reculat.es excression 
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such as human S-gl 
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MFEE § 214: states that t 



establish a prima faci 
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criteria must be met. Fir 
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SCI 



suggestion or mot— at 
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refer 
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or m the knowledge generall- 



available to ore of 
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the art t< 
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e or combine tne reference te 



achi 



nqs . 



must be a reasonable ex 



pectat : 



't succ 



ess. Fmall 



y 



the 



prior art refe- 



rences when combined must teach 
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the claim 1 
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IV. Conclusion 



The Applicants believe that the foregoing comprises a ana 
unplete response to the Office Action of record. Accordingly, 
raoracle reconsideration ano subsequent allowance of one pending 
;stly solicited. 
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